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Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase before 
all designated Offices which have not been elected in the demand or in a later election within 19 months from the priority 
date or could not be elected because they are not bound by Chapter II. 
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1. With regard to the ekmaits of the international application:* 
I X I international application as originally filed 



the description: 
pages 
pages . 
pages . 
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NONE 



, as originally filed 
filed with the demand 



NONE 



, filed with the letter of 



I x| claims: 

pages 

pages 

pages 

pages 



8-9 
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NONE 



, as originally filed 

as amended (together with any statement) under Article 19 
, , filed with the demand 



NONE 



, filed with the letter of 



Px] the drawings: 



pages 
pages , 
pages . 



1-4 
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NONE 



, as originally filed 

, filed with the demand 



I X| the sequence listing part of the description: 

pages NONE 

pages NONE 

pages NONE 



, filed with the letter of 



, as originally filed 

, filed with the demand 



filed with the letter of 



2. With regard to the latijgimge, all the elements marked above were available or furnished to this Authority in the language in which 
the international apphcation was £lled, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation fumished for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I ttie language of the translation furnished for the pmposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

I I filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I \ fimiished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently fumished written sequence hsting does not go beyond the disclosure in the 
mtemational apphcation as filed has been fumished. 

□ The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
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NONE 



the description, pages 

[1 the claims, Nos. NONE 
the drawings, sheets*^ NONE 
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beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70. 2(0))."^* 
* Repkicement sheets^which have beenfiimished to the receiving Office in response to an invitation und.er Article 14 aye referred to 
in this report as "originalfy filed'* and are not annexed to this report since they do not contain amendments (Rules 70 16 
and 70.17). 
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citations and explanations supporting such statement 


1. statement 




Novelty ON) dalms i-is 


YES 


dairas NONE 


NO 


Inventive Step (IB) Claiins 1-12 




ClaimH 13 


NO 



IndHfltrial AppUcabiMty (lA) Claiins ^-i^ YES 

Claiins NONE NO 



S. citations and explanations (Rule 70.7) 

Claim 13 lacks an inventive step under PCT Article 33(3) as bein^ obvious over Kinzler et al (U.S. Patent No. 5,695,937). 

The claim is drawn to a kit comprising^ "an enzyme that cuts at least 1 base downstream of a selected enzyme 
recog^nition site" and a "set of oligonucleotide linkers comprising a recognition site for the selected enzyme". It is noted that 
the intended use of a product such as a kit is not accorded patentable weight. Kinzler et al teach a method for the "serial 
analysis of gene expression" that requires the use of type IIS restriction enzymes and oligonucleotide linkers comprising 
recognitions sites for type IIS restriction enzymes (see entire reference). Kinzler et al teach kits comprising sets of linkers 
whereirt the linkers "comprise a restriction endonuclease site for cleavage of DNA at a site distant from the restriction 
endonuclease recognition site" (col 8, lines 1-18). Kinzler et al further teach the use of type IIS restriction enzymes, and teach 
that such enzymes cleave "at a site distant from or outside of the recognition site" that is "up to 20 bp away from their 
asymmetric recognition sites'* (col 5, lines 51-00). It would have been /rT»w^/af«> obvious to one of ordinary skill in the art at 
the time the invention was made to have modified the kits of Kinzler et al so as to have included in the kits both oligonucleotide 
linkers and type IIS restriction enzymes that recognize the recognition sites present in the linkers, as well as other reagents 
required for the practice of Kinzler et al's method. As both the linkers and the restriction enzymes are necessary for the practice 
of Kinzler et al*s method, an ordinary artisan would have been motivated to have made such a modification in order to have 
provided practitioners with all the reagents necessary to carry out the method of Kinzler et al, for the advantages of 
convenience, efficiency, and cost-effectiveness. 

Claims 1-12 meet the criteria set out in PCT Article 35(2)-(4). Schellenberg et al (U.S. Patent No, 5,4-+9,60l^) disclose 
"multiple loading of gel lanes" with different PCR samples (col 36, lines 39-4.5). Grossman et al (U.S. Patent No. 
S,374<.£27) teach sequencing of short DNA fragments (col 3, line 67-col 4-, line 2. (Continued on Supplemental Sheet.) 
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VIII- Certain observadons on the international application 



The foUo^fflng observations on the clarity of the claims, description, and drawings or on the question whether the claims ai-e i'nWy 
siqiported by the desca::^tioii, are loada* 

Claims 1-13 are objected to under PCT Rule 60.2(a)(v) as lacking^ clarity under PCT Article 6 becsiuse the claiins are indefinite 
for the following^ reason (s). 



Claims 1-6 are indefinite for failing to recite a final process step that clearly relates back to the preamble. The claims 
are drawn to a method "of identifying^ a nucleic acid", yet recite a final process step of loading sequencing reaction products 
onto a sequencing gel. The claims do not set forth how loading "two or more" short sequencing products allows one to 
"identify" a nucleic acid. Thus, it is unclear as to whether the claims are intended to be drawn to a method of loading or 
running a sequencing gel, or to methods of "identifying" a nucleic acid. Further, the term "identifying" is vague and indefinito, 
as it does not apprise one of skill in the art as to what information is to be ascertained with respect to a nucleic acid. Further, 
it is unclear as to whether the term "identifying" may encompass solely mental steps of "identification", or whether this 
lanjg^uage is limited to active method steps. The claims should be amended so as to clarify the actual, active process steps 
necessary to accomplish "identification" of a nucleic acid. 

Claims 1-6 are indefinite over the recitation of the phrases "two or more short sequencing reaction products", "a first 
sequencing reaction product", and "a second short sequencing reaction product" in claim 1. It is unclear as to whether 
Applicant intends for the term "first sequencing reaction product" to refer to one of the "two or more short sequencing reaction 
products", or to another, additional "sequencing reaction product". Thus, it is further unclear as to whether the instant claims 
require one or more additional "short sequencing reaction products" in addition to the "first sequencing reaction product" and 
the "second short sequencing reaction product". Clarification is required. 

Claims Sf-3 are indefinite over the recitation of the phrase "the sequencing reaction product". Claim I. from whicli 
claims 2-3 depend, recites more than one "sequencing reaction product". Accordingly, it is unclear as to how claim s-.'J are 
intended to modify claim 1 (i.e., do the claims limit each reaction product, the "first sequencing reaction product", the "second 
short sequencing reaction product"?). 

Claims ©-12 are indefinite for failing to recite a final process step that clearly relates back to the preamble. The claims 
are drawn to a "method of determining the nucleotide sequence of a selected portion of a nucleic acid", yet recite a final process 
step of "analyzing the first sequencing reaction (Continued on Supplemental Sheet.) 



rMTEmsrATIONAL. PRBIJMINAIIY EXAMTNATION REPOET 



International application No. 
PCT/US99/21092 



Supplemental Box 

(To he used wJien the space in any of the preceding boxes is not sufficient) 

Oontinuation of: Boxes I - Vill Sheet 10 



CLASSIFICATION: 

The International Patent Classification (IPC) and/or the National classification are as listed below: 
IPC(7): C12Q 1/44, 1/68; C12P 19/34; C07H 21/04; C12N 9/22. and US CI.: 435/6, 19 , 91.2, 91.5, 199; 536/24.2 



V. 2, REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued): 

col 12, Hnes 29-30, col 13, lines 56-59). However, the prior art does not teach or fairly suggest loading multiple short 
sequencing reaction products "onto the same lanes of a sequencing gel", as required by instant claims 1-6. Sapolsky et al (U,S 
Patent No. 5,710,000) disclose methods for "capturing'' ohgonuclcotidc sequences adjacent to type IIS restriction sites, and 
disclose that the sequences of captured oligonucleotides are preferably determined by hybridization (see entire reference). 
Brenner discloses a DNA Hngerprinting method in which termini of fragments generated by digestion with type US restriction 
enzymes are sequenced (see entire reference). However, the prior art does not teach or fairly suggest isolating a nucleic acid 
from a library comprising a recognition site of an "enzyme that cuts at least 1 base downstream of the recognition site, 
wherein the recognition site is positioned within 1 base" of an insert, amplifying and digesting the nucleic acid, and 
subsequently "performing a run-off sequencing reaction utilizing a primer that hybridizes to a region" at or upstream of the 
recognition site, as required by instant claims 7-12. 



NEW CITATIONS 

NONE 



VIII. CERTAIN OBSERVATIONS ON THE APPLICATION (Continued): 

product". The claims do not set forth how "analyzing'* a sequencing reaction product results in "determining the nucleotide 
sequence** of a portion of a nucleic acid, and the term "analyzing" is sufficiently broad so as to encompass solely mental steps 
of "analysis". Accordmgly, it is not clear whether the instant claims arc intended to be drawn to methods of determining the 
sequence of a portion of a nucleic acid, or to methods of "analyzing" a sequencing reaction product. Clarification is required. 

Claims 6-13 are IndeHnite over the recitation of the term "selected enzyme" in claims 6, 8, and 13, and the term 
"selected portion" in claim 6. It is unclear as to how the term "selected" is intended to modify the structure and/or function o( 
an enzyme or of a "portion". In other words, how would a "selected" enzyme or portion differ from an enzyme or portion? 
Clarification is required. 

Clarnis 6-12 are indefinite over the recitation of the phrase "the inserts of the library" in claim 6. There is 
insufficient antecedent basis for this limitation in the claims, as claim 6 does not previous refer to "inserts" of a library. 

Claim 7 is indefinite over the recitation of the phrase "analyzed sequentially on the same analysis run". First, it is 
unclear as to what is encompassed by the language "analyzed sequentially", and as to what actual methods steps might be 
requh-ed in order to accomplish "sequential analysis". Second, there is insufficient antecedent basis for the limitation "ihc 
same analysis run", as the claims do not previously refer to an "analysis run" or to a "same analysis run". Clarification is 
required. 

Claim 9 is indefmite over the recitation of the limitation "the selected restriction enzyme". There is insLifficieni 
antecedent basis for this limitation in the claims, as the claims do not previously refer to a "selected restriction enzyme". 

Claims 10-12 are indefinite over the recitation of the limitation "the analysis....'* in each of the claims. It is unclear 
as to how these limitations on the "analyzing" step of the method result in or otherwise contribute to "determining the 
nucleotide sequence" of a portion of a nucleic acid. The claims should be amended so as to clarify what actual steps are 
carried out, and so as to set forth how such steps result in sequence determination. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No, 
PCT/US99/21092 



L Basil of the report 



1. With regard to the elements of the international application:* 
fx] international application as originally filed 
the description: 

pages ^""^ 

pages NONE 



pages 



NONE 



__ , as originally filed 
filed with the demand 



, filed with the letter of 



I x| th® claims: 

pages 

pages 

pages 

pages 



8-9 



NONE 



NONE 



NONE 



, as originally filed 

. , as amended (together with any statement) under Article 1 9 
: , filed with the demand 



. filed with the letter of 



fx] the drawings: 

pages 

pages 

pages 



NONE 



NONE 



, as originally filed 

, filed with the demand 



the sequence listing part of the description: 

pages NONE 

pages 

pages 



y filed with the letter of 



NONE 



NONE 



, as originally filed 

, filed with the demand 



, filed with the letter of , 



2. With regard to tiw Um^aage, all the elements maiked above were available or furnished to this Authority in the language in which 
the mtemational aj^lication was filed, unless otherwise indicated under diis item. 

These elements were available or fimushed to this Authority in the following language which is 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)) 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

I I ^ language of the translation furnished for the purposes of international prehminaiy examination (under Rules 55 2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing- 

□ contained in the international application in printed form. 

f I filed together with the international application in computer readable form 

[ I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I statement that the subsequently fiimished written sequence listing does not go beyond the disclosure in the 

« — ' mtemational apphcaUon as filed has been furnished. & 

I I 2^^^^^^* ^ information recorded in computer readable fomi is identical to the writen sequence listing has 

4 I x| The amendments have resulted in the cancellation of 

the description, pages 
the claims, Nos. 



NONE 



NONE 

ricl the drawings, sheets^ NONE 



go 



5. Q This report has been drawn as if (some of) the amendments had not been made, since they have been considered to 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Rephcemm sheets^ which have been jurmshed to the receiving Office in response to an invitation under Article 14 are referred lo 
i'^^JIZ?'^' ^ ^^S^^^iyfil^d and are not annexed to this report since they do not contain amendments (Rules 70 16 
and 70.17), 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. statement 

Novelty (N) daims i-is YES 

daima NONE NO 

Inventive Step (IS) Claims 1-12 YES 

Claims if NO 

Indufitrial AppUcablHty (lA) Claims ±15 YES 

Claims NONE 



2. citations and explanations (Rule 70.7) 

Claim IS Uck« an inventive step under PCT Article ss(s) as being obvious over Kinzler et al (U.S. Patent No. 5,695,937). 

The claim ts drawn to a kit comprising "an enzyme that cuts at least 1 base downstream of a selected enzyme 
recognition site** and a "set of oligonucleotide linkers comprising a recognition site for the selected enzyme". It is noted that 
the intended use of a product such as a kit is not accorded patentable weight. Kinzler et al teach a method for the "serial 
analysts of gene expression" that requires the use of type IIS restriction enzymes and oligonucleotide linkers comprising 
recognitions sites for type IIS restriction enzymes (see entire reference). Kinzler et al teach kits comprising sets of linkers 
wherein the linkers "comprise a restriction endonuclease site for cleavage of DNA at a site distant from the restriction 
endonuclease recognition site" (col 8, lines 1-18). Kinzler et al further teach the use of type IIS restriction enzymes, and teach 
that such enzymes cleave "at a site distant from or outside of the recognition site" that is "up to fiO bp away from their 
asymmetric recognition sites" (col 5, lines 51-60), It would have been prima facie ohviou^ to one of ordinary skill in the art at 
the time the invention was made to have modified the kits of Kinzler et al so as to have included in the kits both oligonucleotide 
linkers and type IIS restriction enzymes that recognize the recognition sites present in the linkers, as well as other reagents 
required for the practice of Kinzler et al's method. As both the linkers and the restriction enzymes are necessary for the practice 
of Kinzler ct al's method, an ordinary artisan would have been motivated to have made such a modification in order to have 
provided practitioners with all the reagents necessary to carry out the method of Kinzler et al, for the advantages of 
convenience, efficiency, and cost-effectiveness. 



Claims meet the criteria set out in PCT Article 3S(2)-('t). Schellenberg et a! (U.S. Patent No. 5,'t+9,60 1-) discioso 

"multiple loading of gel lanes'* with different PCR samples (col 36, lines 39-4-5). Grossman et al (U.S. Patent No. 
5,374,527) teach sequencing of short DNA fragments (col 3, line 67-col 4, line 2, (Continued on Supplemental Sheer.) 



rNTEKNTATIOlSrAL. PREUMENAItY EXAMINATION REPORT 



International application No. 
PCT/US99/21092 



Vm. Certain observations on the international application 



Tlie follDwing olBearvatioiks on the clarity of the claims, descrq^tloii, and drawings or on the question whether tlie claiius aix3 hi\ly 
ai^ported by tJie deBcr^tion, axe made: 

Claims are objected to under PCT Rule 66.2(a)(v) as lacking- clarity under PCX Article 6 because the claims are indefinite 
for the following reason(s). 

Claims 1-6 are indefinite for failing to recite a final process step that clearly relates back to the preamble. The claims 
are drawn to a method "of identifying a nucleic acid", yet recite a final process step of loading sequencing reaction products 
onto a sequencing gel. The claims do not set forth how loading "two or more" short sequencing products allows one to 
"identify" a nucleic acid. Thus, it is unclear as to whether the claims are intended to be drawn to a method of loading or 
running a sequencing gel, or to methods of "identifying" a nucleic acid. Further, the term "identifying" is vague and indefinite, 
as it does not apprise one of skill in the art as to what information is to be ascertained with respect to a nucleic acid. Further, 
it is unclear as to whether the term "identifying" may encompass solely mental steps of "identification", or whether this 
language is limited to active method steps. The claims should be amended so as to clarify the actual, active process steps 
necessary to accomplish "identification" of a nucleic acid. 

Claims 1-6 are indefinite over the recitation of the phrases "two or more short sequencing reaction products", "a first 
sequencing reaction product", and "a second short sequencing reaction product" in claim l. It is unclear as to whether 
Applicant intends for the term "first sequencing reaction product" to refer to one of the "two or more short sequencing reaction 
product***, or to another, additional "sequencing reaction product". Thus, it is further unclear as to whether the instant claims 
require one or more additional "short sequencing reaction products" in addition to the "first sequencing reaction product" and 
the ** second short sequencing reaction product". Clarification is required. 

Claims a-S are indefinite over the recitation of the phrase "the sequencing reaction product". Claim !, from whicli 
claims 9-5 depend, recites more than one "sequencing reaction product". Accordingly, it is unclear as to how claim 2 -a are 
intended to modify claim l (i.e., do the claims limit each reaction product, the "first sequencing reaction product'*, tl»e "second 
short sequencing reaction product"?). 

Claims 6-12 are indefinite for failing to recite a final process step that clearly relates back to the preamble. The claims 
are drawn to a "method of determining the nucleotide sequence of a selected portion of a nucleic acid", yet recite a final process 
step of ** analyzing the first sequencing reaction (Continued on Supplemental Sheet.) 



INTEKNATIONAL PRELIMINAEY EXAMINATION REPORT 



Interriatiotial application No. 
PCT/US99/2109-2 



Supplemental Box 

(To l)e used when the space in any of the preceding l)Oxes is not sufficient) 



ContinTiatlon of: Boxes I - Vm Sheet 10 



CLASSIFICATION: 

The International Patent Classification (IPC) and/or the National classification are as listed below: 
IPC(7): C12Q 1/44, 1/68; C12P 19/34; C07H 21/04; C12N 9/22. and US CI.: 435/6, 19, 91.2, 91.5, 199; 536/24.2 



V. 2. REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued): 

col 12, lines 29-30, col 13, lines 56-59). However, the prior art does not teach or fairly suggest loading multiple short 
sequencing reaction products "onto the same lanes of a sequencing gel", as required by instant claims 1-6. Sapolsky et al (U.S. 
Patent No. 5,710,000) disclose methods for capturing" oUgonucleotide sequences adjacent to type IIS restriction sites, and 
disclose that the sequences of captured oligonucleotides are preferably detemnined by hybridization (see entire reference) . 
Brenner discloses a DNA fingerprinting method in which termini of fragments generated by digestion with type IIS restriction 
enzymes arc sequenced (sec entire reference). However, the prior art docs not teach or fairly suggest isolating a nucleic acid 
from a Ubrary comprising a recognition site of an ''enzyme that cuts at least 1 base downstream of the recognition site, 
wherein the recognition site is positioned within 1 base" of an insert, amplifying and digesting the nucleic acid, and 
subsequently "performing a run-off sequencing reaction utilizing a primer that hybridizes to a region" at or upstream of the 
recognition site, as required by instant claims 7-12. 



NEW CITATIONS 

NONE 



VIIL CERTAIN OBSERVATIONS ON THE APPLICATION (Continued): 

product". The claims do not set forth how "analyzing" a sequencing reaction product results in "determining the nucleotide 
sequence" of a portion of a nucleic acid, and the term "analyzing" is sufficiently broad so as to encompass solely mental steps 
of "analysis". Accordingly, it is not clear whether the instant claims are intended to be drawn to methods of determining the 
sequence of a portion of a nucleic acid, or to methods of "analyzing" a sequencing reaction product. Clarification is required. 

Claims 6-13 are indefinite over the recitation of the term "selected enzyme" in claims 6, 8, and 13, and the term 
"selected portion" in claim 6. It is unclear as to how the term "selected" is intended to modify the structure and/or function of 
an enzyme or of a "portion". In other words, how would a "selected" enzyme or portion differ from an enzyme or portion? 
Clarification is required. 

Claims 6-12 are indefinite over the recitation of the phrase "the inserts of the library" in claim 6. There is 
insufficient antecedent basis for this limitation in the claims, as claim 6 does not previous refer to "inserts" of a library. 

Claim 7 is indefinite over the recitation of the phrase "analyzed sequentially on the same analysis run". First, it is 
unclear as to what is encompassed by the language "analyzed sequentially'*, and as to what actual methods steps might be 
requuTcd in order to accomplish "sequential analysis". Second, there is insufficient antecedent basis for the limitation "ihc 
same analysis run", as the claims do not previously refer to an "analysis run" or to a "same analysis run". Clarification is 
required. i 

Claim 9 is indefinite over the recitation of the limitation "the selected restriction enzyme". There is insiifficieni 
antecedent basis for this limitation in the claims, as the claims do not previously refer to a "selected restriction enzyme". 

Claims 10-12 are indefinite over the recitation of the limitation "the analysis..,." in each of the claims. It is unclear 
as to how these limitations on the "analyzing" step of the method result in or otherwise contribute to "determining the 
nucleotide sequence" of a portion of a nucleic acid. The claims should be amended so as to clarify what actual steps are 
carried out, and so as to set forth how such steps result in sequence determination. 
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1 1 inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 


State (thai is, country) of residence: 
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The following designations are hereby made under Rule 4.9(a) (mark the applicable check-boxes; at least one must be marked): 
Regional Patent 

K| AP ARIPO Patent: GH Ghana, GM Gambia, KE Kenya, LS Lesotho, MW Malawi, SD Sudan, SL Sierra Leone. 

SZ Swaziland, UG Uganda, ZW Zimbabwe, and any other State which is a Contracting State of the Harare Protocol and 



of the PCT 

R] EA Eurasian Patent: AM Armenia, AZ Azerbaijan, BY Belarus, KG Kyrgyzstan, KZ Kazakhstan, MD Republic of 
Moldova, RU Russian Federation, TJ Tajikistan, TM Turkmenistan, and any other State which is a Contractmg State of 

K - EP European Patent: AT Austria, BE Belgium, CH and LI Switzerland and Liechtenstein, CY Cyprus, DE Germany, DK 
- Denmark, ES Spain, FI Finland. FR France, GB United Kingdom, GR Greece, IE Ireland IT Italy, LU 

Luxembourg, MC Monaco, NL Netherlands, PT Portugal, SE Sweden, and any other State which is a Contracting State 
of the European Patent Convention and of the PCT 

Kl OA OAPI Patent: BF Burkina Faso, BJ Benin, CF Central African Republic. CG Congo, CI Cbte dTvoire, CM Cameroon. 

GA Gabon, GN Guinea, GW Guinea-Bissau, ML Mali, MR Mauritania, NE Niger, SN Senegal, TD Chad, TG Togo, and 
any other State which is a member State of OAPI and a Contracting State of the PCT (if other kind of protection or 
treatment desired, specify on dotted line) 



National Patent (if other kind of protection or treatment desired, 
Kl AE United Arab Emirates 

Kl AL Albania 

Kl AM Armenia 

Kl AT Austria 

Kl AU Australia 

Kl AZ Azerbaijan 

Kl BA Bosnia and Herzegovina 

Kl BB Barbados 

Kl BG Bulgaria 

Kl BR Brazil 

Kl BY Belarus 

Kl. CA Canada 

Kl CH and LI Switzerland and Liechtenstein 

Kl CN China 

Kl CU Cuba 

Kl CZ Czech Republic 

Kl DE Germany 

Kl DK Denmark 

Kl EE Estonia 
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Kl FI Finland 
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Kl HR Croatia 

Kl HU Hungary 
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Kl IS Iceland 

K! JP Japan 

Kl KE Kenya 

Kl KG Kyrgyzstan 

K] KP Democratic People's Republic of Korea 



specify on dotted line): 
K] LR Liberia 



LS Lesotho 

LT Lithuania 
LU Luxembourg 
LV Latvia 

MD Republic of Moldova 

MG Madagascar 

MK The former Yugoslav Republic of Macedonia 



Kl KR Republic of Korea 

Kl KZ Kazakhstan 

13 LC Saint Lucia 

Kl LK Sri Lanka 



K3 

Kl 
Kl 
13 

Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
Kl 
^ 
Kl 

m 

Kl 
Kl 
Kl 
Kl 
Kl 
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PT 
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TT 
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UG 
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YU 
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that any designation which is not confirmed before the expiration of 1 5 months from the priority date is to be regarded as withdrawn 
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Supplemental Box 



If the Supplemental Box is not used, this sheet need not be included in the request. 



/. If, in any of the Boxes, the space is insufficient to furnish all the information: in such case, write "Continuation of Box No. ..." 
[indicate the number of the Box] and furnish the information in the same manner as required according to the captions of the Box in 
which the space was insufficient, in particular: 

(i) if more than two persons are involved as applicants and/or inventors and no "continuation sheet" is available: in such case, 
write "Continuation of Box No. Ill" and indicate for each additional person the same type of information as required in Box 
No. in. The country of the address indicated in this Box is the applicant's State (that is, country) of residence if no State of 
residence is indicated below; 

(ii} if, in Box No. I J or in any of the sub-boxes of Box No. Ill, the indication "the States indicated in the Supplemental Box** is 
checked: in such case, write "Continuation of Box No, 11" or "Continuation of Box No. Ill" or "Continuation of Boxes No^ II 
and No. Ill" (as the case may be), indicate the name of the applicant(s) involved and, next to (each) such name, the State(s) 
(and/or, where applicable, ARIPO, Eurasian, European or OA PI patent) for the purposes of which the named person is 
applicant; 

(Hi) if in Box No. II or in any of the sub-boxes of Box No, III, the inventor or the inventor/applicant is not inventor for the 
purposes of all designated States or for the purposes of the United States of America: in such case, write "Continuation of 
Box No. 11" or "Continuation of Box No. Ill** or "Continuation of Boxes No. II and No, III" (as the case may be), indicate the 
name of the inventor(s) and, next to (each) name, the Statefs) (and/or, where applicable, ARIPO, Eurasian, European or 
OAPI patent) for the purposes of which the named person is inventor; 

(iv) if, in addition to the agent(s) indicated in Box IV, there are further agents: in such case, write '^Continuation of Box No. IV" 
and indicate for each further agent the same type of information as required in Box No. IV: 

(v) if in Box No. V, the name of any State (or OAPI) is accompanied by the indication ''patent of addition," or "certificate of 
addition,** or if, in Box No. V., the name of the United States of America is accompanied by an indication "continuation" or 
"continuation-in-part": in such case, write **Continuation of Box No. V" and the name of each State involved (or OAPI), and 
after the name of each suck State (or OAPI) , the number of the parent title or parent application and the date of grant of the 
parent title or filing of the parent application; 

(vi) if, in Box No. VI, there are more than three earlier applications whose priority is claimed: in such case, write "Continuation 
of Box No. VI" and indicate for each additional earlier application the same type of information as required in Box No. VI; 

if in Box No. VI, the earlier application is an ARIPO application: in such case, write **Continuation of Box No. VP*, specify 

(vii) the number of the item corresponding to that earlier application and indicate at least one country party to the Paris 
" Convention for the Protection of Industrial Property for which thai earlier application was filed. 



2. If with regard to the precautionary designation statement contained in Box No. V, the applicant wishes to exclude any State(s) 
from the scope of that statement: in such case, write "Designation(s) excluded from precautionary designation statement" and 
indicate the name or two-letter code of each State so excluded. 

3. If the applicant claims, in respect of any designated Office, the benefits of provisions of the national law concerning 
non-prejudicial disclosures or exceptions to lack of novelty: in such case, write ''Statement concerning non-prejudical disclosures 
or exceptions to lack of novelty" and furnish that statement below. 

Continuation of Box IV: 



HESKETH, Alan (GB); CRAWLEY. Karen (GB): DOLTON. Peter I. (GB); DAWSON, Hugh B. (GB); FILLER. Wendy 
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Box No. VI PRIORITY CLAIM 



I further priority claims are indicated in the Supplemental Box. 



Filing date 
of earlier application 
(day/month/year) 



Number 
of earlier application 



Where earlier application is: 



national application: 
country 



regional application:** 
regional Office 



international application: 
receiving Office 



item(l) 

16/09/98 
16 September 1998 



60/100,491 



US 



item (2) 

17/09/98 
'^17 September 1998 



60/100,704 



US 



item (3) 



The receiving Office is requested to prepare and transmit to the International Bureau a certified copy 
of the earlier application(s) (only if the earlier application ^\>as filed with the Office which for the 
purposes of the present international application is the receiving Office) identified above as item{s): (1) 



* Where the earlier application is an ARIPO application, it is mandatory to indicate in the Supplemental Box at least one country party to the Paris Convention for the 
Protection of Industrial Property for which that earlier application was filed (Rule 4J0(b)(ii)), See Supplemental Box. 



Box No. VII INTERNATIONAL SEARCHING AUTHORITY 



Choice of International Searching Authority (ISA) 

(if two or more International Searching Authorities ore 
competent to carry out the international search, indicate the 
Authority chosen; the two-letter code may be used): 

ISA/us 



Request to use results of earlier search; reference to that search (if an earlier 
search has been carried out by or requested from the International Searching Authority): 

Date (day/month/year) Number Country (or regional Office) 



Box No. VHI CHECK LIST; LANGUAGE OF FILING 



This international application contains 
the following number of sheets: 

request : 

description (excluding) 
sequepce listing part) 

claims 

abstract 

drawings 

sequence listing part 
of description 

Total number of sheets 



18 



This international application is accompanied by the item(s) marked below: 







5 


2. SI 




3.n 


7 


4.EJ 


2 




1 


6.a 


3 


7.a 




8.n 


0 


9.ISI 



Figure of the drawings whicli » 
should accompany the abstract: / 


Language of filing of the 

international application: English 


Box No. DC SIGNATURE OF APPLICANT OR AGENT 

•* 



Next to each signature, indicate the name of the person signing and the capacity in which the person signs (if such capacity is not 
obvious from reading the request). 




Elizabeth Selby 
Attorney of Record 



1 . Date of actual receipt of the purported 
international application: 


2. Drawings: 
I 1 received: 

1 1 not received: 


3. Corrected date of actual receipt due to later but 
timely received papers or drawings completing the 
purported international application; 


4. Date of timely receipt of the required 
corrections under ?CT Article 1 1(2): 


5, International Searching Authority tq a / 
(if two or more are competent): 1 o tSJ 


6. 1 1 Transmittal of search copy delayed 
1 1 until search fee is paid 



Date of receipt of the record copy 
by the International Bureau: 



For International Bureau use only 



This sheet is not part of and does not count as a sheet of the international application. 



PCX 



FEE CALCULATION SHEET 
Annex to the Request 



Applicant's or agent's 
file refer^ce 



PU3562WO 



For receiving Office use only 



International application No. 



Date stamp of the receiving Office 



Applicant 

Glaxo Group Limited 



CALCULATION OF PRESCRIBED FEES 
1, TRANSMITTAL FEE 



240 



ISA/US 



700.1 



oo\J] 



2. SEARCH FEE 

International search to be carried out by 

(If two or more International Searching Authorities are competent in relation to the international 
application, indicate the name of the Authority which is chosen to carry out the international search,) 

3. INTERNATIONAL FEE 
Basic Fee 

The international application contains '^^ sheets, 
first 30 sheets |^ 

0 X $0.00 = 



455.00 



remaining sheets additional amount 



0.00 



b2 



Add amounts entered at b ^ and b ^and enter total at B . . 
Designation Fees 

The international application contains designations. 
10 X 105.00 = 

number of designation fees amount of designation fee 
payable (maximum 10) 



Add amounts entered at B and D and enter total at I 

(Applicants from certain States are entitled to a reduction of 75% of the 
international fee. Where the applicant is (or all applicants are) so entitled. 



455.00 



1,050.00 



D 



1,505.00 m 



4. FEE FOR PRIORITY DOCUMENT (^{Tapp/jcaWe; . . 

5. TOTAL FEES PAY ABLE 
Add amounts entered at T, S, I and P, and enter total in the TOTAL box 



30.00 



2.475.00 



TOTAL 



I I The designation fees are not paid at this time. 



MODE OF PAYMENT 

authorization to charge 



authorization to charge i — | , u j a 

deposit account (see below) I I 

I I cheque | | cash 

postal money order revenue stamps 



I I coupons 

I I other (specify): 



DEPOSIT ACCOUNT AUTHORIZATION (this mode of payment may not be available at all receiving Offices) 
The RO/ 



^ is hereby authorized to charge the total fees indicated above to my deposit account. 



07-1392 



(this check-box may be marked only if the conditions for deposit accounts of the receiving Office so permit) is 
■^-J hereby authorized to charge any deficiency or credit any overpayment in the total fees indicated above to my 
deposit account. 

is hereby authorized to charge the fee for preparation and transmittal of the priority document to the International 
Bureau of WIPO to my deposit account. /] 



X 



